January 2018
VOLUME 2 | NUMBER 1

Lxlfdyand practice e
Tikiilolinbosis and haemostasis

Editor in Chief: Mary Cushman

In this Issue

The Journal & Early Career

Awareness of Atrial Fibrillation

ISth TTP State of the Art

International Society on FV Short, Protein S and TFPI

Thrombosis and Haemostasis

www.rpth.isth.org

WILEY

ISSN 2475-0379



r research and practice .
in thrombosis and haemostasis

Editor-in-Chief

Mary Cushman
Department of Medicine, University of Vermont, Burlington, VT, USA
mary.cushman@uvm.edu

Associate Editors

Pantep Angchaisuksiri, Thailand
Cihan Ay, Austria
Suzanne Cannegieter, The Netherlands
Adam Cuker, USA

Geoffrey Barnes
University of Michigan
USA

Marc Blondon
Geneva University Hospitals
Switzerland

Mettine Bos
Leiden University Medical Center
Netherlands

Yacine Boulaftali
INSERM U1148
France

Loredana Bury
University of Perugia
Italy

Matthias Canault

INSERM & University of
Aix-Marseille

France

Manuel Carcao
Hospital for Sick Children
Canada

Marc Carrier

Ottawa Hospital Research
Institute

Canada

Bjorn Dahlback
Lund University
Sweden

Aurelien Delluc
Brest University
France

Jose Diaz
University of Michigan
USA

Christophe Dubois
University of Aix-Marseille
France

Sabine Eichinger
Medical University of Vienna
Austria

Anna Falanga
Hospital Papa Giovanni XXII
Italy

ISth

International Society on
Thrombosis and Haemostasis

Susan Kahn, Canada
Fiona Newall, Australia
Yotis Senis, UK
Alisa Wolberg, USA

Managing Editor

Zachary Gillan
RPTH@jjeditorial.com

EDITORIAL BOARD

Andreas Greinacher
Universitatsmedizin Greifswald
Germany

Yasuo lkeda
Waseda University
Japan

Paula James
Queen’s University
Canada

Nigel Key

University of North Carolina at
Chapel Hill

USA

Johanna Kremer-Hovinga
University of Bern
Switzerland

Mandy Lauw
Academic Medical Center
Netherlands

Agnes Lee

University of British Columbia
and Vancouver Coastal Health

Canada

Jose Lopez
University of Washington
USA

Pamela Lutsey
University of Minnesota
USA

Alexandra Mazharian
University of Birmingham
UK

Claire McLintock
Auckland City Hospital
New Zealand

Robert Medcalf
Monash University
Australia

Eileen Merriman
North Shore Hospital
New Zealand

Saskia Middeldorp
Academic Medical Center
Netherlands

Paul Monagle

Murdoch Children’s Research
Institute

Australia

Ingrid Pabinger
Medical University of Vienna
Austria

Helen Philippou
University of Leeds
UK

Marlien Pieters
North-West University
South Africa

Roger Preston
Royal College of Surgeons in Ireland
Ireland

Anat Rabinovich

Soraka University Medical Center
& Ben-Gurion University of the
Negev Beer-Sheva Israel

Israel

Suely Rezende

Universidade Federal de Minas
Gerais

Brazil

Julia Riedl
Medical University of Vienna
Austria

Wolfram Ruf
The Scripps Research Institute
USA

Evan Sadler

Washington University School of
Medicine

USA

Per Morten Sandset
University of Oslo and Oslo

University Hospital
Norway

Bob Siegerink
Center for Stroke Research Berlin
Germany

Nicholas Smith
University of Washington
USA

Kristi Smock

University of Utah School of
Medicine

USA

Katsue Suzuki-Inoue
University of Yamanashi
Japan

Vicky Tagalakis
McGill Universty
Canada

Johannes Thaler
Medical University of Vienna
Austria

Andreas Tiede
Hannover Medical School
Germany

Cheng HokToh
University of Liverpool
UK

Elizabeth van Cott
Massachusetts General Hospital
USA

Timo Vogtle
University of Birmingham
UK

Jeffrey Weitz
McMaster University
Canada

Neil Zakai
University of Vermont
USA

Jeffrey Zwicker

Beth Israel Deaconess Medical
Center

USA



Im]sezrch & practice
in thrombosis & haemostasis

Aims and Scope

Research and Practice in Thrombosis and Haemostasis (RPTH) is the newest journal of the International Society on Thrombosis and
Haemostasis (ISTH) and the newest journal in the field of thrombosis and hemostasis. Complementing its flagship journal, the Journal of
Thrombosis and Haemostasis (JTH), RPTH provides a dedicated Open Access home for science and discourse among researchers, clinicians,
nurses, allied health professionals, and patients.

RPTH is a “living journal” and serves as a jumping point for digital discussion. It also reflects the current era of inter-disciplinary scientific
discovery and new methods of knowledge dissemination and the wide reach of ISTH by featuring articles from all corners of the globe.
RPTH provides rigorous, rapid peer review and immediate dissemination of research reports from basic, clinical, translational and
population or public health science. The Journal is interested in quality, outcomes, dissemination and implementation science, seeking
studies and trials on novel care delivery, including in areas of resource constraint around the world.

u Digital discussion is encouraged through the dedicated Twitter account: @RPTHJournal and can be found with the
hashtag #RPTH

Open Access and Copyright

All articles published by Research and Practice in Thrombosis and Haemostasis are fully open access: immediately freely available to read,
download, and share. All Research and Practice in Thrombosis and Haemostasis articles are published under the terms of the Creative
Commons Attribution-NonCommercial-No Derivs license (“CC-BY-NC-ND”), which permits users to copy, distribute, and transmit an
article as long as the author is attributed, the article is not used for commercial purposes, and the work is not modified or adapted in any
way. An exception is made for Contributors funded by agencies requiring use of a Creative Commons Attribution license (“CC-BY”) which
permits others to use, distribute, reproduce, remix, tweak, and build upon the work in any medium (even commercially) as long as the
Contribution is credited for the original creation. Such funders include the Research Councils UK, the Wellcome Trust and other funders
recognized by the Publisher as requiring a CC-BY license, who may publish their Contributions under a CC-BY license.

Copyright on any research article published by Research and Practice in Thrombosis and Haemostasis is retained by the author(s). Authors
grant Wiley a license to publish the article and identify itself as the original publisher.

Further information about open access license and copyright can be found at: http:/www.wileyopenaccess.com/details/content/
12f25db4c87/Copyright--License.html.

Contact Details

Research and Practice in Thrombosis and Haemostasis is published by Wiley Periodicals, Inc., 101 Station Landing, Suite 300, Medford, MA
02155, USA.

Editorial Correspondence/Information for Authors: rpth@jjeditorial.com

Production Editor: Kate Noe (email: rpth@wiley.com)

Advertising Sales: Stephen Donohue (email: sdonohue@wiley.com)

Purchasing Print Reprints

Print reprints of Wiley Open Access articles can be purchased from corporatesales@wiley.com.

Disclaimer

The Publisher, International Society on Thrombosis and Haemostasis, and Editors cannot be held responsible for errors or any consequences
arising from the use of information contained in this journal; the views and opinions expressed do not necessarily reflect those of the
Publisher, International Society on Thrombosis and Haemostasis and Editors, neither does the publication of advertisements constitute
any endorsement by the Publisher, International Society on Thrombosis and Haemostasis and Editors of the products advertised.

Wiley Open Access articles posted to repositories or websites are without warranty from Wiley of any kind, either express or implied,
including, but not limited to, warranties of merchantability, fitness for a particular purpose, or non-infringement. To the fullest extent
permitted by law Wiley disclaims all liability for any loss or damage arising out of, or in connection, with the use of or inability to use the
content.

For submission instructions and all the latest information,
visit http:/onlinelibrary.wiley.com/journal/10.1002/(ISSN)2475-0379

For online submission, visit https:/mc.manuscriptcentral.com/rpth



Research and Practice in Thrombosis and Haemostasis

Volume 2 e |Issue 1 e January 2018

11

14

17

19

27

34

42

49

58

69

77

Editorial

The role of scientific publishing in the development of early career investigators
Adam Cuker, Cihan Ay, and Mary Cushman

Commentary

What you don't know can kill you
Geoffrey D. Barnes

Forum

Early career professionals: A challenging road
Ketan Kulkarni, Joshua Muia, Yacine Boulaftali, Marc Blondon, and Mandy N. Lauw

In Memoriam

Harold Ross Roberts, MD: inspirational mentor, consummate physician, superb scientist (1930-2017)
Gilbert C. White, Il and Philip M. Blatt

State of the Art ISTH 2017

ISTH 2017 Berlin revisited
Wolfram Ruf

Novel therapies in thrombotic thrombocytopenic purpura
Camila Masias and Spero R. Cataland

Platelets at the vascular interface
Wolfgang Bergmeier and Lucia Stefanini

Review Articles

Current issues in diagnosis and treatment of von Willebrand disease
Daniel A. Keesler and Veronica H. Flood

A review of commercially available thrombin generation assays
Jeremy Kintigh, Paul Monagle, and Vera Ignjatovic

Original Articles: Thrombosis

Global public awareness about atrial fibrillation

Aaron M. Wendelboe, Gary E. Raskob, Pantep Angchaisuksiri, Alicia N. Blanco, Harry Biiller, Henry Ddungu,
Justin D. Dvorak, Beverley J. Hunt, Elaine M. Hylek, Ajay Kakkar, Stavros V. Konstantinides, Micah McCumber,
Claire McLintock, Tetsumei Urano, and Jeffrey I. Weitz

Clinical outcomes of prolonged anticoagulation with rivaroxaban after unprovoked venous
thromboembolism

Jeffrey S. Berger, Roger Seheult, Francois Laliberté, Concetta Crivera, Dominique Lejeune, Yongling Xiao,
Jeff Schein, Patrick Lefebvre, and Scott Kaatz

Rationale and design of a phase Il safety trial of idarucizumab in children receiving dabigatran etexilate for
venous thromboembolism

Manuela Albisetti, Arno Schlosser, Martina Brueckmann, Savion Gropper, Stephan Glund, Igor Tartakovsky,
Leonardo R. Branddo, and Paul A. Reilly

Clinical outcome of patients with a vitamin K antagonist-associated bleeding treated with prothrombin
complex concentrate

Marjolein P. A. Brekelmans, Rahat A. Abdoellakhan, Luuk J. J. Scheres, Joseph S. Biedermann, Barbara A. Hutten,
Karina Meijer, Hugo ten Cate, Menno V. Huisman, Marieke J. H. A. Kruip, Saskia Middeldorp, and

Michiel Coppens



85

93

105

114

125

139

147

155

162

168

Acute infection as a trigger for incident venous thromboembolism: Results from a population-based
case-crossover study
Gro Grimnes, Trond Isaksen, Y. I. G. Vladimir Tichelaar, Sigrid K. Breekkan, and John-Bjarne Hansen

Correlates of plasma and platelet tissue factor pathway inhibitor, factor V, and Protein S
Paul E. R. Ellery, Ida Hilden, Ken Sejling, Mette Loftager, Nicholas D. Martinez, Susan A. Maroney, and Alan E. Mast

Lupus anticoagulant mixing tests for multiple reagents are more sensitive if interpreted with a mixing
test-specific cut-off than index of circulating anticoagulant
Osamu Kumano and Gary W. Moore

Original Articles: Haemostasis

Factor V-short and protein S as synergistic tissue factor pathway inhibitor (TFPla) cofactors
Bjérn Dahlbdick, Li Jun Guo, Ruzica Livaja-Koshiar, and Sinh Tran

N-methyl-p-aspartate receptor mediated calcium influx supports in vitro differentiation of normal mouse
megakaryocytes but proliferation of leukemic cell lines

Tania Kamal, Taryn N. Green, James |. Hearn, Emma C. Josefsson, Marie-Christine Morel-Kopp,

Christopher M. Ward, Matthew J. During, and Maggie L. Kalev-Zylinska

Randomized, double-blind, placebo-controlled, interventional phase IV investigation to assess the efficacy
and safety of r-hirudin gel (11201.U) in patients with hematomas
Hani EI-Mowafi, Ahmed El Araby, Yasser Kandil, and Ahmed Zaghloul

Balance, falls, and exercise: Beliefs and experiences in people with hemophilia: A qualitative study
Lorraine M. Flaherty, Jennie Schoeppe, Rebecca Kruse-Jarres, and Barbara A. Konkle

Von Willebrand factor multimer quantitation for assessment of cardiac lesion severity and bleeding risk
Christopher O. Austin, Dong Chen, Colleen S. Thomas, Robert E. Safford, Brian P. Shapiro, Justin A. Bryan,
Jordan C. Ray, and Joseph L. Blackshear

Combined effects of two mutations in von Willebrand disease 2M phenotype
Adriana I. Woods, Juvenal Paiva, Ana C. Kempfer, Debora M. Primrose, Alicia N. Blanco, Analia Sanchez-Luceros,
and Maria A. Lazzari

Activity of factor Xll-Locarno
Bassem M. Mohammed, Ivan Ivanov, Anton Matafonov, Jonas Emsley, and David Gailani



